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19, 8.3 (d, three nts h) The seg ents were tied at both ends and filled with Krebs Rm

2 The abilitya %u& Pdoftaining ®Fé Confijlexkd @ BFC dariperibds up to 1 hour
Apot r ansfasr r ThHe c()ﬂt&'rtélofMe an dlertehmrlteddor Sererpd erasgfed spectrophotometrically.

1- et hyl - 3- hydr oxypyri d- 2-one or 1-ethyl-2-nethyl-3- hydroxypyri d-4-one
(10-4 M prepared as described in Exanpl esl) were incubated together in
tri.s hydrochloride (50 mM buffered to pH 7.:4) at [ERR] for a period of 1
hour. At 10, 20, 30 and 60 mnute 50 intervals 1 m aliquots were renoved
from the media and added to a PD10 colum. 0.5 nmi fractions were collected .
diriest |y i Nt o..SClniddsbitbi@ni-haig o oregount -ngTHEEE=gEeYyci at ¢d-wi t h s
bﬂth t he apotransferrln and the Ilgand was estlnated as a functlon of tlne

o rcr N o ~N~\Nn7s b1 - B Y

N AR Mo tiig )




rmore efficient. Exanple 3 In vitro tests of iron donating ability of iron
conpl exes 60 (A) Rat jejunal sac The iron uptake into the serosal space of
the:inverted rat jejunal sac was conpared for various iron conpounds. Rats
(mal e Sprague Daw'ey, 60 g) were kﬁ,lég{i the jej enumrenoved, everted

and cut into three segnents (4 cm h The segnents were tied at bot
ends and flrlieedsmstdbtaiﬁeebe- Rbhg\ernrobwbthalaxeé(neﬂ:nhd InaﬁxdrnplﬁdUMtfed7|°Fh0K|"e'bs

o595 t;%“‘é?““ébﬂ%ﬁ' i ﬂmémgd F@R'@%O&at'}as%dfégﬂg érte?kﬁ%?tg pmﬁat for fernc
65 The _
spectr M’? sr% i nt:gn th Ievaetls gos ﬁ‘?fc%ﬁu J:rﬂin j é‘igt:'%?atvgg:? lshe

iron COn‘moﬂ)ﬂGﬁ?cl eﬁ@u gd I n Exanpl e 1 and for ot her i ron corrpounds whi ch
are each contained in preparations marketed for the treatnment of iron

defici ency anaem a are shown in Tabl e™BLEtZhe jron uptake for each conpound
bei ng shown relative to that for ferric chloride as 1. It will be seen that y
t he conpl exes[of Exanple 1 each provi dé¢ gudugydl of 1ron upt slevdli ch is 3
significantly{higher than the |evels olpsersred |f or any of tlhe Woncdnpounds in
current use f Qrcoinpeundr eat nent or iron ¢ebptekeericy -Campomnda. |TARMtEke 10

Rel atiy, Retatve—TTon . Tr on
Corrpoung FeCls ' Up ake’ Ef(ﬁfpound 15 ! [ ERR]
1 [ ERR] | Fe" complexof; 1 Fe"' conpl ¢x of: Fe" sulphate 24

Fe" sul phate . 4- 3- hydr oxy- 1- net yI pyri d- 2- one 36 Fe"
f umar at ' &nvqyoao-metmmw-z -8nehy dr oxyp pyred- 2- oft fumarate 3%0 Fe"
yl uconat e droxys 1- propyl pyri ds2- gne 34 Fe"

isgu ‘nat e 1'§t.hg'3§§9'\éxva'¥2'°'??hy8¥o§§ %Z qnef >9 ?'ﬁtel )|- 16

Fe"' EDTA 3-hydroxy-1rébylpyiit-2orfane Fe" succlnate 2720 Fe"'
ascorbate OA 3- hydr oxy--1, 2-di nmet hyllpyri d 4-on e"'

F
citrat & B-hypr (eB)m'H‘Wl'FMY')'erythroc yt eZ? ?"Q'ﬁmﬁq& s'p fron by
Ruman erythrocyt"é’ ch are associ at eg h f&eog t“the i P8n lconpl exes
described in [bmm;j,,g 1%2-&%&&1@&#3%% by mcq,batl ngpaﬁucm,aie hodr abo[ BRR] a 5%

suspensi on of n.Lcep e5— Fre-eH-tHh Mnsretfng of—t+he—lfe—abel | ed I ron

conpl exX? ([ ERE] s sod 130 buf f er ed ) 4 by
E?(Iﬁg ’ér z "%5 Hmm |ron ﬁun(nm ] whlcﬁ as aBad with

tris hydrpg CM el ¥ wiith neagathd foh bH 7C4'5%

al i quot  Oduspensiotfistyitiredyieh Mrtdaik.&tngroemme @b ausdanf; a.ysxax ao woeﬂ aqubous

Si | i cone sdiumachibridé 130 mM)hbutfargd es psepabvamed\vdn-ycmmm (2 mlgEliowing titits peripld dfhe
oil. TRe '5 @'W‘eﬂﬁéﬁ'ﬂ“%s Sererghioeyteiinedium mixt 9'2953 HYP’P?P&"GPMUM Fhsn
medi um well W“’Jﬁﬂ%ﬂﬁ%ﬁﬁ ba ﬁb“&gt"f 6 Toti S witr

the am)un;m&l t SF R doR teﬁViHr&Qte?ftM{n 5)@53 d?\sth tﬂmfm lv&iies! baing lirn/éth th_e
guot ed vahms:fbﬂeasgthteada atieme t he nmean o I east three determ nations.

40 ka wi [itjwithpe gaeethat the uptakecof srptcamele:sﬁs at hbom: eml,esr welatidnship with srmnm.na

cl ear rel\’ﬂ% lo? : ?'ﬂme‘ th gude °"W‘ RE e's jovolvegs y
| ndicat i rigfef m%.ﬁ’i% ), l;k ble ?h f.'»Z% losg) i 258 L&lons
above SOOianQ{o e are due to o aerm I's not a desired
proper#g/, so that, fromthis p0| nt of Vi ew, corrpounds Ilsted in the Table
with a figure of | ess than 250 are of especi al interest. 45 50 55 60 65 10

0 094 149 Table 3 Armunt of corrpl ex entering erythr ocytes:

50

55

65
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(n.nole) Fe"' conplex of:

. 3-hydroxy-1 -nethyl pyri d- 2- one 60 4
thyl -3- hydr oxypyri d- 2- one 0 094 149 250 3- hydroxy-1

- ptopyl pyri d- 2- one 710 15 3-hydroxy-1 -(1
‘- et hyl et hyl )= pyrid-2-one 7707adlerdydr oxy-1 , 2-di net hyl pyri d-4-o
25 20 1 -ethyl-3-hydroxy-2-nethyl pyrid-4-one 2
3-hydr oxy- 2- net hy{ =TI - propyl pyrid-24-one A t of "
3-hydr o5l - (1' - nkt hyl et hyl ) - 2- met hyl pyri d- 4- one e,:.",,Zﬁ‘ thrbeytos
“but yl - 8=hydr oxy- Pcomsdugd pyr i d- 4- one 1630 Exeowl e 4|30 In vivo
study of the perngatrtTty of—TatTTtestime towargs Trom conmptexes The

action of the irohFCSAPPEXMof 1- et hyl - 3- hydroxypyri d-2-one, prdpared as
descri bed,ei N Exanpl gnykiroxp@netippad£ehe™ t h that off iron (& 1) EDTA (1:1
mplar ratio) which is one of the iron conpounds qurrently markgqted for the
t featment of ironj defthdddndrgxvayrseana. Two cats (da 2.7 R¥) were
apaet heti sed and h % Iutign iﬂPag eous tris hydrcchloriq (20 MM pH 7. 4)
of [ERR] Jsabel | ed| cORPIEX PTPHPY61“¥8l ution with jan 35 'Fon corjcentration
of 1 ng/1 ml) was| asiRjardxf-h er fdindleth@sbyrid-2ionk 0 t he |smal | byg estine, one cat
receiving iron (1f11) 1-ethyl-3-hydroxypyrid-2-ong, in the presgnce of a
20-fold excess of hrr%t'\ez'rﬂxv-ﬁ.éwe“"!!*tfviftplvllgi<1-4-®whydroxypyri d- 2-0%%, and the other
receiving,iron (1j11 A. . The blood .l evel s of [BRR] werg recorjded as a
funct i ong"gf time, tiigﬁ‘g-é?ﬁ?r?’g’sb%?tw ygﬁ'g’\ﬂﬂe in Tablle 4, an@ both|cats were
then killed after| 43-hardx2-mbgI-Lsb@hpylidRBle presth in the ki dndys and urine
was>t'hen neasuredjin each case. The percentage of] the total dogde in the
ki dneys and 40 uf i hevoppn-141"-gmthaiatyip2-oethylegidedeane viel y, fof2 the ijron (111)

EDTA i ndi®at i ng tnaj, s | LS, . Cl ed rapijdly i the Jrine. For
the iron (111) 1 ~Pr%§ﬂ-3§-w&§ roﬁ%\;%lrf'%?%?{)ne however ) §b05% ofl the total
dose was found in the kidneys and no nore than 0.01%in the urine,

clearance in this manner therefore bei néxameley sl ow for this conplex. 45 50

55 60 65 11 vivogtugp af the aaymeaiiliteot satdnertioelomands ten eMPIRR) i n_ bl god. (c.p.m )’
e arter s TR et C L e

(m nutes) fof the treatment of° diency anaemia. Two cats {ca8'2\7 kg) were anaethetised _
40 solution 4h/dqueous tris hydrochioride 20 thi) @H 7.4) of **Fe labelled c x (1 mi of solution with ad 14
15 80 3§ iron concentr@i®h of 1 mg/1 mi) was adminigt@epd tipértly into the small intestiffeg gne cat receiving iron
340 20 () 1-ahyl-&hydroxypyrid-z-gmin the presence of a 20-fol ess of metal-free 1-ethy|-34!'yero rid-
834 2-one, and t% h iving iron (1) EDTA. T od levels of *Fe were rec%?gi zgafmn of time,

the results EG%ES in Table 4, and both cat: e then killed after 4 hours, (¢ F ent in the
900 kidneys an ) hen measured in each The percentage of the total/dose fh tﬁ&kimt' anaS

t he ki dne@9s urinearas 0.6% aod 2%, rdspectivetys foothe trbre(ilis ERTA/dicating tha dhisceohplek & cleared tabidly
1- et hyl - 3- h{rr hxyrinefor thejiran(Hleethyi-3-bydsexypyridd-one hawever; 4.05%of thedetalsgs foyndinhe
original [ER ':gg%g nGyrA pre 28 091 % Lnthe urinehearangy jp this mansecigRiAe MRING XBY 81°% *Und
it will be seen at the iron, rather than being excreted in the urine, is
i nstead ws del y distributed throughout the body. Furthernore, when this
neutral conplex was injected 35 intravenously it was cleared fromthe
circulation with a half life of 45 mnutes. The tissue distribution after

i ntravenous injection was found to be simlar to that resulting fromthe

intrajej nal infusion, these results
55
60

65

11




al so being reported i,n Table 5, fromwhich it will be seen that in this
instance | ess than 1% of the dose appears in the urine. The bul k of the
dose given by either route is estimated to be in the reticul oendot helia
system (bone marrow). This was conf@rge4l 489 t he i dentification of hig
| evel s of "Fe i'n the sternum Over 4?\“@%% of the [ERR] present in thg
aftér 1 hour was bound to transferri ¢ t hus woul d be expected to p
mainly directed to the reticuloendothelial system 45 50 55 60 65 12

094 149 J}\BLE 5 Per|cent age of oriAg_t;mj,,',t,ggg,eofgkq@ﬁn%f&g(c_pﬂm.pburs Ti ssue

i ntraj ejanal i ntfravenous Bl oo 7 10

Li ver Time 3t , 43 Kidnevs :

0. 05 1 1 of oo | oomptan SP! $EN et 0.1

0.7 Heart ° pe i 1.1 _Skel et al scle

0.8 10 0.5 20 Integdinal Tissueoo 226 - Urine L
0.01 0.5125 Refi cul oendot helii al Sgst em (Bone Marrow) ca
60 Ca 80 Clains 30% 1.}An i ™% complex of® 3- hyldr oxypyri d- 2- one

or 3-hydroxypyri d-jL-one i goWhi chithe hyglrogenfatom,jtached to the nitrogen
atomis™eplaced by an aliphatic{hydrocarbon group of 1 tol 6 carbon atons

and, optionally, imn which8dne or {noreédf the hydrogan ato attached to

ring carbon atoms gre alsq repl a(Eed b% an aliphatic hydroclarbon group of 1

to 8 carbon atons, |[for us@in t her apy. 8% Ac npl ex¥ccor ing to Caiml,

bei ng a#neutral 3:1 hydrayypyrid bne: i g (| I 1) Jconplsgec. 35 3. A neutral

3: lw.ydroxypyri dong:iron(lll) cofpl ex of a 3-hydroxypyrid-[2-one or

3- hydr oxypyri d-4-ome in i ch the¢ hydmdyen at pm att4é&ched tjo t he nitrogen

atomis replaced by an aI{whati C hydro,gqar bon group 59{ 1 tq 6 carbon atons

and, op#ionally, in which one or|nore t he hydrogen atons attached to _

ring carbon atons @re al gggrepl aged bywe@n al i phati sodiydr odar bon group of 1

to 6 carbon atons. {4. A conplex according to aim3in sdlid form 40

5. A conpl ex according t@&ny of [Clai P81 to 4, in%hich tlhe or each

al i phatdc hydrocarbon group 1s of 1 to 4 carbon atons. 6. A conpl ex

accordi ng t cAsameft as fthe(Bicdhieyss vatiotsOothar tisstes\bfi tivdcat Whicto recahad hecftelli) ahyE3-hydroxy-

hydr ocar b@yfi f@‘&“ﬁ}tﬁ%k pergantage ¢f °a jgyel |y Fe Wﬂh'@b‘g? Wﬁc’ﬁ@fﬁp? to -
S .

oy o G e i s g

whi ch t he intebhoganjedtibowasbinded Besirhilar tdtRatMestitifgifodn e Oitiajdjudal irfydionDiRéde Irgsuitsal SO
one or noplgo bding deportey dy Txgbrﬁ. from wehich fttwilt besken that inthjs Dstadye fessthem i % af the dose

repl aced B #ﬁgﬁwgmge ",'.Hg'; % eqe%vegtgbg'fhgttﬁfe\sgﬁise lﬁggtt%gg;r;;\gﬁrgm: p vg}
consi S.t-tb'n 5 ft( % n m& bo:ﬂ'auﬁq %rv@ﬁmuhgﬁﬁ?aﬁ i ang us woul beg}
accor di-ng pfafhiyHivéctél to theretitBioendotheal systemI Ch the hydrogen atom attached to
the nitrogen atom-and, optionally, also one of the hydrogen atons attached
toiri ng carbon atons are replaced. 10. A conplex according to any of Cains.
1to 9,,in which any replacenment of a hydrogen atom attached to a ring
carbon atomis effected by a nethyl group. 11. A conplex according to any

of Clainms 1 to 10, in which the pyridone is a 3-hydroxypyrid-2-one. 55

12. A conplex according to Caim111l, in which the 3-hydroxypyrid-2-one is
substituted only on the nitrogen atom 13. A conplex according to any of
Cains®™ to 10, in which the pyridone is a 3-hydroxypyrid-4-one substituted
on the nitrogen atomand by a single additional substituent at the 2- or
6-position. 14. A conplex according to any of Clains 1 to 4, in which the
pyridone is 3-hydroxy-1-nethyl pyrid-2- 60 one,

1- et hyPg 3- hydr oxypyri d- 2- one, 3-hydr oxy- 1- propyl pyri d- 2- one,

3- hydroxy-1-(1' - met hyl et hyl ) - pyri d- 2-

65
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éne, 3-hydroxy-1, 2-di net hyl pyri d- 4-.0ne,

1- et hyl - 3- hydr oxy- 2- nmet hyl pyri d- 4- one, 3-hydroxy-2-net hyl -

propyl pyri d-4-one or 3-hydroxy-1- (ﬁsl ?HEénél et hyl ) -2- et hyl pyri d-
A conpl ex according to any of d ai o , 1n which the pyridon
1-et hyl - 3- hydr oxypyri d- 2-one, 3-hydragyed - propyl pyri d-2-one or

3-hydroxy-1-( 1 '-rrethyl ethyl) pyrid-2- one. 65 16. A mxture of an iron
COFTp| ex of a -ITyLTl OXY Pyt t—2=-otre—ot TIIY ru QWITCSQII Whi ch t he 13
0 094 149 TABLE 5 Percentage of original "&@Sh tﬂ'ft"é‘r % hpurs Tissue

i ntrdj €] unal i nt ravenous Bl ood RO o s 7 10
Liver Tidsu8 DinBajliusbNEYS  intravenous

0. 05 _ +—15 Sph-eer 0.1
0.7 Heayt Blood 1.5 - 3.1 Skeletdl Mustle

0.8 0.5 20 Int es'_tl nal Tissue s 30 U

0.01 0.5 25 Reti cul oendbt hel T al $ystem (Bong Marrow) ca
.60 ca $0 O ains 3idneys 1. An iron conpb.ex Of a 3-thydr okypyri d- 2- one

or 3- hydroxyp;rl d-4-one in which the hydrpgen atom attached th the ni trogen
atom i $°repi aged by an al P#f8tic hydrocarbon %t oup|of 1% 6 farbon atons
and, optionalliy, in whichgnpe or nore of {he hydrogen atqns ajtached to
ring carbon atlons are al so replaced by anfaliphati¢ hydrocarbpn group of 1
to 6 carbon atlons, for SkaealiMustiber apy. 2. | A co8pl e} accosding/to Caiml,
being # neutrgl 3:1 hydrox ridone:iron({l1l) conpliex. 35 3. A neutral
3l hydroxypyﬁl done: HW’%??L‘%‘BWI ex of @ 3 Nydrofypyrid-2-ohe or
3- hydroxypyri d-4-one in wWyjssd the hydroge1 at ggy at jacheggt o tpe nitrogen
atomis repl aded by an aliphatic hydrocarpon groupfof 1 to 6 farbon atons
and, ofti onal ||Reticuigendathefpl SystempiBoreoM@rasd) | hech§llr ojen =885 aftached to
ring carbon atoms—arearso reptaced by amr artpfatic nydrocarpon group of 1
~to 6 carbgigmatons. 4. A conplex according to daim3 in solid form 40
5. A conplex according to any of Clainms 1 to 4, in which the or each
al i pha#d c hydﬁromrr@mnl pbuprhwtonbvn@ztooe 4r 2hydommpvait@rope inBwhioh thehyykragen atom

accor di ng? ‘th""@"’a‘ Fam 's ronipe "V%'? "E‘hh ’8?" '(PrPfd t9 Heaspqncatoms and,
hydr ocar bgf" @?ﬁ 3&;%",8 dE &I%‘iﬂ" @&ﬁflaé?s&d'%ar"ﬂﬁt?’(g to
any of C aigp bfby cdr %’I‘; ik 1&@. 3alw theﬁ‘éh&d&m%m'axgr oup is

'an 45 ssmcyc I31 xney:ruum hvﬂrox\/byﬂmp'ilrﬁnﬂllmbﬂmled bfu;s -hy@roxvpyrio-R-ofk éri3rtiydrdxyipgridi4-orien
whi ch t hen wy 'r' ydregep atomy attachpctig thewitrolgen aiem |s edyonaiiphatic hygro¢aghenlatopp ofa| so

AR %"3'"‘5% mﬁwﬁi‘f L SR R R

consi sid Ng &fA dRiplelaccorfnd e anyidf QEIARY to 43R hich TN PG aliphdlic hydrocBrbo\gre R bax

accor di ngomarawyaﬂghsCI aims 1 to 8, in which the hydrogen atom attached to

the nitro e' %&J‘E& 'waGWaHfFV'deI 19 §. ip which the prgacih 3 phefisdMdratenion SEUP #ched

to ring c i B
o 6 e bééf‘ Sl SR Bl OSBRI Y By B £

car on at omel & caridiecicediiiy/to anyiEftChijths Tto@Liip whikh the/vyarogenl atom acseigsddo thy nttmgany

of d ai nsatam pegd. eprionally, aige anp ot Mere piithe hitgragen atoms Staphed t yopejatome pre repipsed

12. A contgltg'?(s eraoq'fffg*’"f 6“"63"&?“?:? epted from the rRuR snRSigting @F By pSIPY - BroRyhand s

SUDST i jout €8 gOR Lotk dotifaift fo'aRPEHEI RO o 813 whidh GUFPUEYor iR B 1 oAb

A ains 1 4ém bRy, obrbnw aibo d%&fwmydem atcPnscattachBy fhring A6 stors 6Y8 Geptdalst | t Ut ed

on the nitrdg e coroplen a;;mtdl teparyi of aamau@h s.ummalch smbsabiacqmt ofeet h\tdrmelzatom

6- posi t | o?ﬁ“'c‘gﬂm ari °&t‘é@?’ 1104 in whigh the

R tha pynid Fhyatonyeal E0nd
pyr idope is ﬁ'&:ﬁr a &9(? hlc %é ep\%g 2?:)‘63'5:: sub:n:t?txe‘{:lpzﬁly oﬁnthe
1- et hyl - 3nilidedh QYT | roxy T opyl pyri d- 2.0

3- hydr oxy 1-13 -} edeX}dce}irdh)d t)) apy ] ﬁalﬁs 10419, in which the pyridone is a 3 -hydroxypyrid-d4-one
3- hydr oxyﬂuks@"teﬁ malhhyitfs ! Mam a singietdqgitiornl ﬂm%amen%ph §pesitiond- 4- one

3- hydroxy 2. pl . d qf& ampsd %4,d?w c 9 is ydro - -methylpynd-z
“meth )ﬁaet %Hé' ir% a 1 ;’ - \;)r dro ’ﬁ -p 3%' vﬁpérld n%% tebrro Bameth}életh;% yrids al .
1 to 4, lmowmyaMIohempywd (1 an yl y wHdQXgHRY I' | d- 2- one,

3- hydr oxy- 1-Ipmquippyachrdmgmy of Cldméiid BON hn&ht&pvrrdnrstnhybtwmhb/qrewvndc?-@eone

3-h [ { i
SShydrséxspyy:’qf; é\p)g\?fpg g An megrmggp%g 3th$§;'no?\|/\‘;y?;-y29 ;‘:\Me or 3@{1)\%1p Xypynd-4-one in w(})uch the
13

Y
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0 094 149 hydrogen atom attached to the ni epl ac
anfal i phatic hydrocarbon group of, 1 to 6 carbon ”ﬂﬂmﬂﬂ!mm{! lﬂ al l y,
whg.ch-one or nore of the hydrogen atons attached+#ocrin

b0 replaced by an aliphatic hydroogrogh t4%up of 1 to 6 carbon at
ether with-a different 3- hydroxyphéd 2-one or 3-hydroxypyrid-4
Lch the hydrogen atom attached to t "Fntrogen atomis replaced by
alfi phatic hydrogarhon group of 1 to 6 carbon atons and, optiogpally, in

hi ch one or nofe of the hydrogen atons at tlachar@ntige of biginal kPO at ons are -
al so raglfaced by an aliphatic hydrocarbon groupdqsfaaﬁermmo@rscar bgn atons, or
vmth a salt of such a different pyridone cgmratTm g sTotogi cal |y
accept abl e cati ;n. 17. A ni ¥ e accor di ng [B4%F ' m |16, "in W EEh the

conpl exed-pyridpne is a 3-hgdspxypyrid-2-ore ard to | t he ynconpl exed
pyridonetes a 31hydroxypyrid-4-one. 18. A nixture acjcording to|d aim 16 or
17, in which the iron conpl éixeris a neutral |3:1MWydroxy- p3@idone:iron(ll)

D

conplex. 19. A mixture according to C aim 18, ch jaddi t{'onal iy contai ns
t he sane pyridog, in unco%ﬁ’f‘%”edform as |is present i he iqon conpl ex,
or a sal ¥stheredf containi ngpedn physi ol ogi cdl |y gacceppt abl eggati ¢n. 15

20. A mxture of a neutral 3:1 hydroxypyridone:iron(fl1l) conplegx of a

3- hydr oxypyri d- ! b-one or 3- Heamtr oxypyri d- 4- dne i® whilch t he!' hydfogen at om
attached to the|nitrogen | s, replaced HQy an.aliphati ydr gcar bon group
of 1 to g carboh atons an Li?arq'/'f’?cg;nalIy, i n jwhi @r? one| or Crr)[')gr]e or(r_ the . .
ydrogen atons attached mfstinalMssGar bon at ons agoe al spp replacediby an

| \phatic hydrogarbon group of 1 to 6 carbdn atons tpgether w tfh the sanme
-hydr oxypyri d-2-one or 3-hY®exypyri d-4-ore i ®%ncoppl X% foim or a salt
0 thergpf con ﬂtﬂulmd&hglgysqﬁtgkqung%{aLerfacCEpJa%Ql € at'&rbo 214 A

har maceuti cal ¢Qnposifion conprising as active ¢ ent tHereof a
ieutral 3:1 hydroxy- pyrldone |ron(III) conplex of ‘a 3- hydr oxypyri d- 2- one

r 3- hydroﬁﬁﬁ?rd 4-one in which the hydrogen atom attached to the nitrogen

stomis Lepl a?%.&é:@ﬂ %ofpa%w)d% .05 é,f P&Je.ﬁ&m‘én&?rgﬁﬂﬁn oI

ind, optl ONitadhiéd to't aldRSs b rb9 af®
(i Ng car boroptibralig inawhicha mrﬁoeqodfaﬁa rbgb s&hcﬁédt@h@tebmohgtdhoﬁaﬁrhoeprgreou\o
f 1 to 6 cqarabm“alns@marbdz rogyeunioé tmﬁtdquaa sfoplsedn tbedab acce tabl e di | uent

r carrier e E'arm EBWSP
' le: =2=00 \Z roxypynd-4-one
i R Frnes e e
- hydr OXY PY to @ cérb af‘&omihn’ddqﬁpﬁ n&oﬁs&ﬂn Qﬁhaﬁwidéi doﬁ@atfa%ﬁdﬂr dggQﬁg
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